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apdvqdcpXctlqenpffsqpgapilqcmgccfsrayptplrskktmlvqknvtse 
stccvaks^ 

P-subunit : }SEQ ID N0:13) 

nsceltnitiam;keecrfcisinttwcagycytrdlvykdparpkiqktctfke 

LVYETVRVPGCAf^iADSLYTYPVATQCHCGKCDSDSTDCTVRGLGPSYCSFGEMK 
62 . A f Armulatiqn comprising a FSH variant and a 
pharmaceutically acceptable excipient. 

63. A formulation comprising a FSH variant, 
containing an alpha afod beta subunit, with a preservative 
selected from the group consisting of phenol, m-cresol, p- 
cresol, o-cresol, chlorocresol, benzyl alcohol, alkylparaben 
(methyl, ethyl, propyl, Wty 1 and the lik e) * benzalkonium 
chloride, benzethonium chloride, sodium dehydroacetate and 
thimerosal, or mixtures thereof in an aqueous diluent. 

64. A formulation of Claim 63, wherein the 
preservative is phenol, m-cVesol, chlorocresol , or a mixture 
thereof . 

65. A formulation \>f_Claim 63, wherein the FSH 



it 50 mg/ml . 

Laim 63, further comprising 
Laim 63, further comprising 



variant is about 1.0 (ag/ml to 

66. A formulation pi 
an isotonicity agent. 

67. A formulation 
a physiologically acceptable buff€ 

68. A formulation comprising a FSH variant 
lyophilized in a first vial, and a Second vial containing a 
preservative selected from the group\consisting of phenol, 
m-cresol, p-cresol, o-cresol, chlorocresol, benzyl alcohol, 
alkylparaben (methyl, ethyl, propyl, bWyl and the like), 
benzalkonium chloride, benzethonium chlWide, sodium 
dehydroacetate and thimerosal, or mixtures thereof in an 
aqueous diluent. 

69. A formulation of Claim 68, Wherein a FSH 
variant and preservative are further put i\nto solution. 

70. A formulation of Claim 63 ofc 68, wherein a 
FSH variant is at least one compound selected from the group 
consisting of : 
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(f) :a-subTJnit: (SEQ ID NO: 5) 

APDVQTCPECTLQENPFFSQPGAPILQCMGCCFSRAYPTPLRSKKTMLVQKNVTSE 
STCCVAI^YNRVTVMGGFKVENHTACHCSTCYYHKS 

p-subun^t : (SEQ ID NO: 11) 

NSCELTNimAIEKEECRFCISINTTWCAGYCYTRDLVYKDPARPKIQKTCTFKEL 
VYETVRVPG^MHADSLYTYPVATQCHCGKCDSDSTDCTVRGLGPSYCSFGE 

(g) :a-subunit: {SEQ ID NO:5) 

APDVQDCPECTMENPFFSQPGAPILQC^GCCFSRAYPTPLRSKKTMLVQKNVTSE 

STCCVAKSYNRVWMGGFKVENHTACHCSTCYYHKS 

P-subunit: (SEQ^ID NO: 12) 

NSCELTNITIAIEKOTCRFCISINTTWCAGYCYTRDLVYKDPARPKIQKTCTFKEL 
VYETVRVPGCAHHADSLYTYPVATQCHCGKCDSDSTDCTVRGLGPSYCSFGEM 

(h) :a-subunit: (SEQ ID NO: 5) 

APDVQDCPECTLQENPFFteQPGAPILQCMGCCFSRAYPTPLRSKKTMLVQKNVTSE 
STCCVAKSYNRVTVMGGFKVENHTACHCSTCYYHKS 

P-subunit: (SEQ ID No\l^>-\ 

NSCELTNITIAIEKEECRFCraiNTTWCAGYCYTRDLVYKDPARPKIQKTCTFKEL 
VYETVRVPGCAHHADSLYTVpV^^CHCGKCDSDS 

71. A method af^tfea^lng infertility which 
comprises administering tp a patient in need thereof a 
formulation according toJJ^^A 62 ' 63, or 70. 

72. A method of Claim 71, wherein said patient is 
selected from the group consisting of a human, sheep, cow, 
pig, horse, or rabbit. \ 

73. A process for preparing a preserved solution 
formulation of a FSH variant, containing an alpha and beta 
subunit, which comprises admixing said FSH variant and a 
preservative selected from the group consisting of phenol, 
m-cresol, p-cresol, o-cresol, chlorocrfesol , benzyl alcohol, 
alkylparaben (methyl, ethyl, propyl, biityl and the like), 
benzalkonium chloride, benzethonium chloride, sodium 
dehydroacetate and thimerosal, or mixtures thereof, in an 
aqueous diluent. \ 
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\74. An article .of manufacture comprising a FSH 
variant in\a container. 

75l The article of manufacture of Claim 74, 
wherein said ^container is a glass container. 

76. \The article of manufacture of Claim 74, 
wherein said container is a blister pack. 

77. The article of manufacture of Claim 74, 
wherein said container is a pen- injector device. 

78. A method of treating infertility in a 
patient, which compVises administering to a patient in need 
thereof a preserved Solution of a FSH variant, containing an 
alpha and beta subunA, said solution being suitable for 
administration over a period of 24 hours or greater. 

79. A formulation comprising a first vial 
containing a a FSH variant containing an alpha and beta 
subunit, and a second via\ containing phosphate buffer 
containing saline or a salk. 

80. A process f oV'prteparing a stable solution 
formulation of a FSH variaraA containing an alpha and beta 
subunit, which comprises admrain§| a FSH variant with a 
phosphate buffer containing \sa\ir/e or a salt. 

81. Use of a formulation of claim 62 or 63 for 
treating infertility in a patien\ in need thereof. 

82 . Use of a formulation of claim 62 or 63 
wherein said patient is selected f^om the group consisting 
of a human, sheep, cow, pig, horse, \or rabbit. 

83. A process of producing; a formulation 
comprising admixing a FSH variant, containing an alpha and 
beta subunit, and a preservative selected from the group 
consisting of phenol, m-cresol, p-cresor^ o-cresol, 
chlorocresol, benzyl alcohol, alkylparaben (methyl, ethyl, 
propyl, butyl and the like), benzalkoniuA chloride, 
benzethonium chloride, sodium dehydroacetaqe and thimerosal, 
or mixtures thereof in an aqueous diluent. \ 

84 . A process of producing a stabie formulation 
comprising admixing at least a FSH variant, containing an 
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alpha arid beta subunit, and a phosphate buffer containing 
saline o]\a salt. 

A process of Claim 83, wherein the 
is phenol, m-cresol, chlorocresol, or a mixture 



preservati 
thereof . 

86 

wherein the 
1 . 0 pg/ml to 
87 



A process according to any of Claims 83-84, 
centration of FSH or a FSH variant is about 

ut 50 mg/ml. 
A\ process according to any of Claims 83-84, 
further admixing an isotonicity agent. 

88. A pVocess of Claim 83-84, further admixing a 
physiologically acceptable buffer. 

89. A process comprising preparing a FSH variant 
lyophilized in a firat vial, and preparing a second vial 
containing a preservative selected from the group consisting 
of phenol, m-cresol, pXcresol, o-cresol, chlorocresol, 
benzyl alcohol, alkylparaben (methyl, ethyl, propyl, butyl 



and the like) , benzalkoi 
chloride, sodium dehydroS 
thereof in an aqueous di| 
90 . A process) 
FSH variant and pres 



chloride , benzethonium 
ite and thimerosal, or mixtures 



ant/. 
Clad 



iservativd 



35 



lim 89, wherein said FSH or a 
are further put into solution. 
91. A process according to any of claims 84-85, 
wherein FSH variant is at lealpt one compound selected from 
the group consisting of: 

(f) :a-subunit: (SEQ ID NO: 5) 

apdvqdcpectlqenpffsqpgapil&cmgccfsrayptplrskktmlvqknvtse 
stccvaksynrvtvmggfkvenhtachVstcyyhks 

P- subunit: (SEQ ID NO: 11) 

NSCELTNITIAIEKEECRFCISINTTWC^PYCYTRDLVYKDPARPKIQKTCTFKEL 
VYETVRVPGCAHHADSLYTYPVATQCHCGI^CDSDSTDCTVRGLGPSYCSFGE 

(g) :a-subunit: (SEQ ID NO: 5) 

APDVQDCPECTLQENPFFSQPGAPILQCMGC(^SRAYPTPLRSKKTMLVQKNVTSE 
STCCVAKSYNRVTVMGGFKVENHTACHCSTCYWIKS 
P-subunit : (SEQ ID NO:12) 



X-12383M PO 



-82- 

nsceltnitiaiekeeXrfcisinttwcagycytrdlvykdparpkiqktctfkel 
vyetvrvpgcahhadslytypvatqchcgkcdsdstdctvrglgpsycsfgem 

(h) ;a-subunit: (SEQ ID NO: 

APDVQDCPECTLQENPFFSQPGAljlLQCMGCCFSRAYPTPLRSKKTMLVQKNVTSE 
STCCVAKSYNRVTVMGGFKV^JQfTTretiCSTCYYHKS 
P-subunit: (SEQ ID NO: 

NSCELTNITIAIEKEECRFClVlN'^TWCAGYCYTRDLVYKDPARPKIQKTCTFKEL 
VYEWRVPGCAHHADSLYTYPVATQcWcGKCDSDSTDCTVRGLGPSYCSFGEMK 
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